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[ 1 ncl ude unl ess excepted status
has been obtai ned from DEA. |

BUTALBI TAL, ACETAM NOPHEN AND CAFFEI NE TABLETS USP
BUTALBI TAL, ACETAM NOPHEN AND CAFFEI NE CAPSULES USP
DESCRI PTI ON

Butal bital, acetamnophen and caffeine is suppl i ed i n
tabl et/ capsule formfor oral adm nistration.

Butal bital (5-allyl-5-isobutyl barbituric acid), a slightly bitter,
white, odorless, crystalline powder, is a short to internediate -
acting barbiturate. It has the follow ng structural fornmula:

CHg

C11H16N2Q3
MV = 224. 26

Acet am nophen (4'-hydroxyacetanilide), a slightly bitter, white :
odorless, crystalline powder, is a non-opiate, non-salicylat e
anal gesic and antipyretic. It has the follow ng structural f ormul a:

CH3C0NH——{<:::>———0H

Acetaminophen CgHgNO,
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stimulant. It has the follow ng structural formla:

GHioN,O, MV = 194. 19

Each tabl et/ capsul e cont ai ns:

Butalbital, USP ...... ... ... ... .. .. .. . .. ___ny
Warni ng: May be habit formng

Acetam nophen, USP ............. ... ... ... .... ___ny

Caffeine, USP ....... ... . . i, ___ny

In addition each tablet/capsule contains the follow ng inactiv
i ngredi ents:
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W note in accordance with good pharmaceutical practice, all

dosage forns should be |abeled to cite all the inactive
ingredients (refer to USP General Chapter <1091> for
gui dance). W believe this is an inportant public healt h
neasur e.

CLI NIl CAL PHARMACOLOGY

This conbination drug product is intended as a treatnent fo r
t ensi on headache.

It consists of a fixed conbination of butal bital, acetam nop hen and
caffeine. The role each conponent plays in the relief of th e
conplex of synptons known as tension headache is inconpletel y

under st ood.

Phar macoki netics: The behavior of the individual conponents i S
descri bed bel ow.

Butalbital : Butalbital is well absorbed fromthe gastrointestinal
tract and is expected to distribute to nost tissues in the body

Barbiturates in general may appear in breast mlk and readil y Cross
the placental barrier. They are bound to plasma and tissue p roteins
to a varying degree and binding increases directly as a func tion of

lipid sol ubility.

B imnation of butalbital is primarily via the kidney (59%to 88%

of the dose) as unchanged drug or netabolites. The plasna ha If-life
is about 35 hours. Winary excretion products include parent drug
(about 3.6% of the dose), 5-isobutyl-5-(2,3-dihydroxypropyl )
barbituric acid (about 24% of the dose), 5-allyl-5(3-hydroxy-2 -
met hyl - 1-propyl ) barbituric acid (about 4.8%of the dose), p roducts
with the barbituric acid ring hydrolyzed with excretion of ure a
(about 14%of the dose), as we |l as unidentified materials. O the
material excreted in the urine, 32%is conjugated.

See OVERDCSACE for toxicity information.

Acet am nophen : Acetamnophen is rapidly absorbed from th e
gastrointestinal tract and is distributed throughout nost bod vy
tissues. The plasma half-life is 1.25 to 3 hours, but nmay b e
increased by |iver damage and foll ow ng overdosage. E imnation of
acetamnophen is principally b y liver metabolism (conjugation) and
subsequent renal excretion of nmet abol i tes. Approxi nately 85% of an
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oral dose appears in the urine within 24 hours of admnistration,
nmost as the glucuronide conjugate, with small anounts of othe
conj ugat es and unchanged drug.

See OVERDCSACE for toxicity information.

Caff eine: Like nost xanthines, caffeine is rapidly absorbed an
distributed in all body tissues and fluids, including the ONS
fetal tissues, and breast mlk.

Caffeine is cleared through ne tabolismand excretion in the urine.
The pl asma half-life is about 3 hours. Hepatic biotransformatio
prior to excretion, results in about equal anounts of 1-nethyl
xanthine and 1l-nethyluric acid. O the 70% of the dose that |
recovered in the urine, only 3%is unchanged drug.

See OVERDCSACE for toxicity information.

| NDI CATI ONS AND USAGE

Butal bital, acetam nophen and caffeine tablets/capsules ar
indicated for the relief of the synptom conplex of tension (o
nmuscl e contraction) headache.

Evidence supporting the efficacy and safety of this conbinatio
product in the treatnent of nultiple recurrent headaches i
unavai l able. Caution inthisr egard is required because butal bital
is habit-formng and potential |y abusabl e.

CONTRAI NDI CATI ONS

This product is contraindi cated under the follow ng conditions:

0] Hypersensitivity or intolerance to any conponent of thi
pr oduct .
o] Patients with porphyria.
WARNI NGS

=}
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Butal bital is habit-formng and potentially abusable. Conseq uently,
t he extended use of this product is not recomrended.

PRECAUTI ONS

Ceneral : Butal bital, acetam nophen and caffeine tabl ets/capsule S
shoul d be prescribed with caution in certain special-risk pa tients,
such as the elderly or debilitated, and those wth sever e
inmpairnment of renal or hepatic function, or acute abdomna |
condi ti ons.

I nformation for Patients: This product may inpair nental and/o r
physical abilities required for the performance of potentiall y
hazardous tasks such as drivin g a car or operating nachinery. Such

t asks shoul d be avoi ded while taking this product.

Al cohol and other ONS depressants may produce an additive ON S
depression, when taken with this conbination product, and sh oul d be
avoi ded.

Butal bital nay be habit-formng. Patients should take the dr ug only
for as long as it is prescribe d, in the anounts prescribed, and no
nore frequently than prescri bed.

Laboratory Tests: In patients with severe hepatic or renal d isease,
effect s of therapy should be nonitored with serial |iver and/o r
renal function tests.

Drug Interactions: The ONS effects of butal bital may be enha nced by
nonoam ne oxi dase (MAO i nhibitors.

Butal bital, acetam nophen and caffeine nay enhance the effects of:

ot her narcotic anal gesics, al cohol , gener al anest heti cs :
tranquilizers such as chlordi azepoxi de, sedative-hypnotics, o r
ot her ONS depressants, causing increased ONS depression.

Drug/ Laboratory Test Interactions: Acetam nophen nmay produce fal se-
positive test results for urinary 5-hydroxyi ndol eacetic acid.

Carci nogenesi s, Mitagenesis, Inpairnent of Fertility: No adequate
studies have been conducted in animals to determne whethe r
acetam nophen or butalbital have a potential for carcinogenesis :
nmut agenesi s or inpairnment of fertility.
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Pregnancy: Teratogenic Effects: Pregnancy Category C Aninma |
reproduction studi es have not been conducted with this conbination
product. It is also not known whet her butal bital, acetam nop hen and
caf fei ne can cause fetal harmwhen admni stered to a pregnan t wonman
or can affect reproduction capacity. This product shoul d be given

to a pregnant worman only when cl early needed.

Nont er at ogeni ¢ Effects: Wthdrawal seizures were reported in a two-
day-ol d nmal e i nfant whose noth er had taken a butal bital -containing
drug during the last two nonth s of pregnancy. Butal bital was found
inthe infant's serum The inf ant was given phenobarbital 5 ng/kg,
which was tapered without further seizure or other w thdrawa I
synpt ons.

Nursing Mdthers: Caffeine, barbiturates and acetam nophen ar e
excreted in breast mlk in snall anounts, but the significance of
their effects on nursing infants is not known. Because of po tenti al
for serious adverse reactions in nursing infants frombutal bital,
acetam nophen and caffeine, a decision should be nmade whet her t o]
di scontinue nursing or to discontinue the drug, taking into account
the inportance of the drug to the nother.

Pedi atric Use: Safety and effectiveness in pediatric patient s bel ow
the age of 12 have not been establi shed.

ADVERSE REACTI ONS

Frequently Cbserved: The nost frequently reported adverse re actions
are drowsi ness, |ightheadednes s, dizziness, sedation, shortness of
breath, nausea, vomting, abdo mnal pain, and intoxicated feeling.

I nfrequently Observed: A adverse events tabulated below ar e
classified as infrequent.

Central Nervous: headache, shaky feeling, tingling, agitation
fai nting, fatigue, heavy eyelids, high energy, hot spells
nunbness, sl uggi shness, seizure. Mental confusion, excitenment o
depression can also occur due to intolerance, particularly i
elderly or debilitated patients, or due to overdosage o
but al bi t al

-5 = - -

Aut onom ¢ Nervous: dry nouth, hyperhidrosis.
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Gastrointestinal: difficulty swallowi ng, heartburn, flatulence |,
consti pation.

Car di ovascul ar: tachycardi a.
Muscul oskel etal : 1eg pain, nuscle fatigue.
Genitourinary: diuresis.

M scel | aneous: pruritus, fever, earache, nasal congestion |,
tinnitus, euphoria, allergic reactions.

Sever al cases of dermatological reactions, including toxi C
epi dermal necrolysis and erythema multiforme, have been reported.

The foll ow ng adverse drug events may be borne in mnd as potenti al
effects of the conponents of this product. Potential effects of
hi gh dosage are listed in the OVERDOSAGE secti on

Acet am nophen: allergic reactions, rash, t hronbocyt openia
agr anul ocyt osi s.

Caffeine: cardiac stimulation, irritability, trenor, dependence :
nephrotoxi city, hyperglycem a.

DRUG ABUSE AND DEPENDENCE

Control |l ed Substance: Butal bital, acetam nophen and caffein e
tablets/capsules are classified as a Schedule 111 controlle d
subst a nce. [ Note: Include the above information unless excepted

status has been obtai ned from DEA. ]

Abuse and Dependence: Butalbital : Barbiturates nmay be habit -
f orm ng: Tol erance, psychol ogi cal dependence, and physica I
dependence may occur especially follow ng prolonged use of hig h
doses of barbiturates. The average daily dose for the barbiturate
addict is usually about 1500 ng. As tolerance to barbiturate S
develops, the anount needed to maintain the same level o f
intoxication increases; tolera nce to a fatal dosage, however, does
not increase nore than two-fold. As this occurs, the margin bet ween
an intoxication dosage and fatal dosage becones snaller. The | et ha
dose of a barbiturate is far less if alcohol is also ingested
Maj or wi thdrawal synptons (convulsions and delirium nay occu r
within 16 hours and last up to 5 days after abrupt cessation o f
these drugs. Intensity of wthdrawal synptons gradually decline S
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over a period of approximately 15 days. Treatnent of barbiturat e
dependence consi sts of cautious and gradual wi thdrawal of th e drug.
Bar bi t ur at e- dependent patients can be w thdrawn by using a nunber

of different withdrawal reginens. One nethod involves initiatin g
treatment at the patient's regular dosage |evel and graduall y

decreasing the daily dosage as tolerated by the patient.
OVERDOSAGE

Fol |l owing an acute overdosage of butalbital, acetam nophen an d
caf f ei ne, toxicity may result from the barbiturate or th e
acet am nophen. Toxicity due to caffeine is less likely, due to the
relatively small amounts in this formulation

Signs and Synptons: Toxicity from barbiturate poisoning includ e
dr owsi ness, conf usi on, and cong; respiratory depression
hypot ensi on; and hypovol em ¢ shock.

I n acetam nophen overdosage: dose-dependent, potentially fata
hepatic necrosis is the nost s erious adverse effect. Renal tubular
necroses, hypoglycem c conma and thronbocytopenia may al so occur
Earl y synptons following a potentially hepatotoxic overdose na y
i ncl ude: nausea, vomting, diaphoresis and general nalaise
Cinical and |aboratory evidence of hepatic toxicity may not b e
apparent until 48 to 72 hours post-ingestion. In adults hepati c
toxicity has rarely been reported with acute overdoses of |e ss than
10 grans, or fatalities with less than 15 grans.

Acute caffeine poisoning may ¢ ause i nsomni a, restlessness, trenor,
and delirium tachycardia and extrasystol es.

Treatnent: A single or multiple overdose with this conbinatio n
product is a potentially |lethal polydrug overdose, and consu I tation
with a regional poison control center is recomended.

| mredi ate treatnment includes s wupport of cardiorespiratory function
and nmeasures to reduce drug ab sorption. Vomting shoul d be induced
mechanically, or with syrup of ipecac, if the patient is aler t
(adequate pharyngeal and laryngeal reflexes). Oal activate d
charcoal (1 g/kg) should follow gastric enptying. The first dos e

8
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should be acconpanied by an appropriate cathartic. |If repeate d
doses are used, the cathartic mght be included with alternat e
doses as required. Hypotension is usually hypovol emc and shoul d
respond to fluids. Pressors should be avoided. A cuffed endo -
tracheal tube should be inserted before gastric |avage of th e
unconscious patient and, when necessary, to provide assiste d
respiration. If renal function is normal, forced diuresis nay aid
inthe elimnation of the barb iturate. A kalinization of the urine
increases renal excretion of sone barbiturates, especiall y
phenobar bi t al .

Meticulous attention should be given to naintaining adequat e
pul nonary ventilation. In seve re cases of intoxication, peritonea
dialysis, or preferably henodi al ysis may be considered. If
hypopr ot hr onbi nem a occurs due to acet am nophen overdose, vitamn

K shoul d be adm ni stered intravenously.

If the dose of acetam nophen nmay have exceeded 140 ngy/ kg, acetyl -
cysteine should be admnistered as early as possible. Seru m
acet am nophen | evel s should be obtained, since |evels four or nore
hours follow ng ingestion hel p predict acetam nophen toxicity. Do

not await acetam nophen assay results before initiating treatnent.
Hepati c enzynes shoul d be obtained initially, and repeated at 24-

hour intervals.

Met henogl obi nem a over 30% shoul d be treated w th nethyl ene bl ue by
sl ow i ntravenous adm ni strati on.

Toxi ¢ Doses (for adults):

Butal bital: toxic dose 1 g (20 tabl ets/ capsul es)
Acet am nophen: toxic dose 10 g (__ tabl ets/capsul es)
Caffeine: toxic dose 1 g (25 tabl ets/ capsul es)

DOSAGE AND ADM NI STRATI ON

[ Choose the appropriate statement(s) based on the strength of your
product] .
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50 ngy/ 325 ny/ 40 ny: (ne or two tablets/capsules every fou
hour s. Total daily dosage should no
exceed 6 tabl ets/capsul es.
50 ng/ 500 ng/ 40 ny: (ne tabl et/ capsul e every four hours.
or Total daily dosage shoul d not exceed
50 ny/ 650 ng/ 40 ny: 6 tabl ets/capsul es.

Extended and repeated use of this product is not recomende
because of the potential for physical dependence.

HOW SUPPLI ED
- Est abl i shed nane and strength
- Packagi ng
- Shape, color, coating, scoring, etc...
- Speci al handling and storage conditions

Manuf acturer/D stributor's nane and pl ace of busi ness.
Date of |atest revision.
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